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Box No. V Reasoned statement under Article 35(2) with regard to novelty^ inventive step or industrial applicability; 
citations and explanations supporting sucb statement 



I. Statem^ 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-14 



1-14 



1-14 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations (Rule 70.7) 

The claims relate to a process for production of 5-methoxy-2- 
[ [ (4-methoxy-3, 5-dimethyl-2-pyridyl) -methyl] -thio] ~1H- 
benzimidazole . 



During the search the following document were found; 
A WO 9722603 

Document A shows a similar process for production of 5- 
methoxy-2- [ [ (4-methoxy-3^ 5-dimethyl-2-pyridyl) -methyl] -thio] - 
IH-benzimidazole • 

The document shows the general state of the art . 

Thus^ claims 1-14 are considered to fulfil the requirements of 
novelty, inventive step and industrial applicability. 
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1 . A process for the manufacture of 5-methoxy.2-[t(4-methoxy-3,5-diinethyl-; 
pyridinyl)-methyl)-thio]-lH-benziinidazole of formula I 



from (4-methoxy-3.5-dimethyl-2-pyridinyl)-methyl alcohol comprising the following 
reaction steps carried out in a consecutive order in one msdn solvent system without 
isolation of the intermediates formed during the process 
Step 1 : 

reacting (4-methoxy-3.5-dimethyl-2-pyridinyl)methyl alcohol (pyrmethyl alcohol) of the 




formula la 



O 




la 



15 



with achloro-dehydroxylating agent, providing (4-methoxy-3.5-dimethyl-2 
pyridinyl)methyl chloride (pyrmethyl chloride) of the formula lb 



O 




lb; 



20 
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reacting (4.methoxy-3.5Hiimethyl-2-pyridinyl)methyl chloride of the formula lb, prepared 
in Step 1 above, with 2-tnercapto-5-methoxybenziinidazole (metmercazole)t>f the formula 
Ic 

HS <C 11 J Ic 



H 



in the presence of a base, providing 5-niethoxy-2l[(4-methoxy-3,5-dimethyl-2- 
pyridinyOmethynthio]- IH-benzimidazole (pyrmetazole) of the formula I 
characterized in that the solvent system, common for the whole reaction sequence, 
comprises water immiscible organic solvent with a specified amount of between 0.3 and 
5.5 mg water / ml water immiscible organic solvent added. 

2. A process according to claim 1 wherein the water immiscible organic solvent is 
toluene. 

3. A process according to claim 1 wheiein the water immiscible organic solvent is 
ethyl acetate, 

4. A process according to claim 1 , characterized in that the specified amount of 
water is present from the start of the reaction according to Step 1, 

5. A process according to any one of claims 1 and 4, characterized in that the 
specified amount of water is added during the charging of the chloro-dehydroxylating 
agent in the reaction according to Step 1 . 
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6. A process according to any one of claims 1 to 5, characterized in that the specified 
amount of water is added after charging of the chloro-dehydroxylating agent in the 
reaction according to Step I, 

7. A process according to claim 1, characterized in that the specified amount of 
water is 0.3 - 5.0 mg/ml of water immiscible organic solvent, 

8. A process according to claim 1 , characterized in that the specified amount of 
water is 0.4 - 2.4 mg/ml of water immiscible organic solvent. 

9. A process according to claim I, characterized in that the specified amount of 
water is 1.0 - 2.4 mg/ml of water immiscible organic solvent. 

10. A process according to any one of claims 1 to 9, characterized in that the reaction 
according to Step 1 is carried out at a temperature between -5**C and +45*'C. 

11. A process according to any one of claims 1 to 9, characterized in that the 
temperature is between -5**C and +35*'C. 

12. A process according to any one of claims I to 9, characterized in that the 
temperature is between + 1 0^*0 and +35'*C. 

13. A process according to any one of claims 1 to 9, characterized in that the 
temperature is between +25**C and +35*»C. 

14. A process according to any one of claims 1 to 13, characterized in that the chloro- 
dehydroxylating agent is thionyl chloride. 
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